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Fine mapping of a Punctate palmoplantar
keratoderma gene on 15q22.2-15q22.31
Punctate palmoplantar keratodermas (PPK) is a rare auto-
somal dominant cutaneous disorder characterized by numer-
ous hyperkeratotic papules distributed on the palms and
soles. Two loci for it were found to be located on 8q24.13-
8q24.21 and 15q22-15q24. To identify the disease gene
locus in a four-generation Chinese family, Gao et al used
some markers on chromosome 8q and 15q to carry out
genetic linkage analysis. They failed to conﬁrm their previous
locus at 8q24.13-8q24.21, but obtained signiﬁcant evidence
on 15q. Haplotype analysis localized this locus within the
region deﬁned by D15S651 and D15S988. This study reﬁnes
a disease gene causing punctate PPK to a 5.06-cM interval at
15q22.2-15q22.31.
Gao M, Yang S, Li M et al. Reﬁned localization of a punctate
palmoplantar keratoderma gene to a 5.06-cM region at
15q22.2-15q22.31. Br J Dermatol 2005; 152: 874–878.
Single genetic mutations can account for
melanocytic naevi
Much is known on melanocytes yet the aetiology of melanocytic naevi
remains mysterious. Using existing data on the adult population of
melanocytes (2 · 109) and mutation rates at a particular gene site
(10)8 to 10)7), Blewitt has constructed a simple model of growth of
cutaneous melanocytes which demonstrates that naevi are a conse-
quence of inevitable spontaneous mutations. The model can explain
many of the observed features of naevi, gives a new direction for
research, and predicts a vulnerable period in childhood for the genesis
of melanoma.
Blewitt RW. Single genetic mutations can account for melanocytic
naevi. Br J Dermatol 2005; 152: 896–902.
Overexpression of tumour necrosis factor-a-converting enzyme in psoriasis
Tumour necrosis factor (TNF)-a-converting enzyme (TACE) cleaves pro TNF-a, transforming growth factor (TGF)-a, L-selectin,
p75, and p55 TNF receptors from the cell surface, releasing the mature, soluble form from the cell membrane. TACE was
localized in psoriatic lesional epidermis, inﬂammatory cells, blood vessels in the upper dermis and mast cells. Psoriatic plaque is
characterized by elevated levels of TGF-a, and soluble p55 and p75 TNF receptors are upregulated in psoriatic arthritis synovial
ﬂuid. Therefore, regulation of TACE may be useful for therapy of psoriasis to control the shedding of a variety growth factors and
cytokines such as TNF-a, TGF-a and TNF receptors.
Kawaguchi M, Mitsuhashi Y, Kondo S. Overexpression of tumour necrosis factor-a-converting enzyme in psoriasis. Br J Dermatol
2005; 152: 915–919.
Microarray analysis of phosphate gene expression in human melanoma
Protein tyrosine kinases (PTK) and Protein tyrosine phosphatases (PTP) are large multigene families. These enzymes catalyse addition and removal, respectively, of
phosphate from tyrosine within their protein substrates. The PTKs have an established role as oncogenes in human cancers, and PTP genes are hypothesized to
represent tumour suppressors. In this study microarray analysisis was used to study phosphatase expression within melanocytes, a nevus and melanoma cells. McArdle
et al found down-regulation of speciﬁc PTP genes within melanoma cells. This ﬁnding was conﬁrmed in melanoma biopsies. The data are consistent with a possible
role for PTPs as melanoma suppressors.
McArdle L, Rafferty MM, Satyamoorthy K et al. Microarray analysis of phosphate gene expression in human melanoma. Br J Dermatol 2005; 152: 925–930.
Incidence of anti-retina antibodies in melanoma
Melanoma patients with the paraneoplastic syndrome of melanoma-associated retinopathy (MAR) generate antibodies against
tumour components that cross-react with retinal antigens. The antibodies are detected by immunoﬂuorescent or immunoh-
istochemical assays evaluating the patient’s serum on histologic sections of retina. Prior to the work of Ladewig et al, no multi-
patient study had inquired into the incidence of anti-retina antibodies in melanoma patients without vision loss. This group
examined 77 serum samples from 51 patients at different stages of melanoma, none of whom had any of the signs or symptoms
of MAR. They found 53 of the 77 serum samples (69%) contained antibodies reactive with retina. This phenomenon was stage-
dependant and correlated with higher stages of disease. The presence of anti-retina antibodies in patients with melanoma without
ocular symptoms therefore appears more common than previously suspected. The early detection of anti-retina antibodies may
serve to identify patients at risk of developing the immune-mediated retinal degeneration of MAR.
Ladewig G, Reinhold U, Thirkill CE et al. Incidence of antiretinal antibodies in melanoma: screening of 77 serum samples from 51 patients with American Joint
Committee on Cancer stage I-IV. Br J Dermatol 2005; 152: 931–938.





LOD score at h¼
Zmax hmax0Æ00 0Æ10 0Æ20 0Æ30 0Æ40
D15S651 61Æ84 0Æ53 1Æ42 1Æ16 0Æ78 0Æ29 1Æ42 0Æ10
D15S534 61Æ84 1Æ94 1Æ58 1Æ19 0Æ75 0Æ29 1Æ94 0Æ00
D15S153 62Æ40 5Æ38 4Æ47 3Æ45 2Æ30 1Æ02 5Æ38 0Æ00
D15S125 64Æ20 3Æ08 2Æ59 1Æ95 1Æ22 0Æ46 3Æ08 0Æ00
D15S988 66Æ90 0Æ93 2Æ11 1Æ80 1Æ26 0Æ58 2Æ11 0Æ10
D15S1015 66Æ90 0Æ06 1Æ30 1Æ10 0Æ70 0Æ26 1Æ30 0Æ10
D15S983 66Æ90 0Æ25 0Æ85 1Æ06 0Æ88 0Æ44 1Æ06 0Æ20
D15S1025 69Æ46 –¥ )1Æ18 )0Æ40 )0Æ08 0Æ02 0Æ02 0Æ40
D15S650 70Æ73 –¥ )0Æ51 0Æ17 0Æ29 0Æ14 0Æ29 0Æ30
D15S216 70Æ73 0Æ50 1Æ23 0Æ87 0Æ45 0Æ11 1Æ23 0Æ10
D15S818 71Æ82 –¥ )0Æ94 )0Æ36 )0Æ11 )0Æ02 )0Æ02 0Æ40
Note: (i) the genetic distance in cM according to the Marshﬁeld genetic map is in the column Loca-
tion; (ii) LOD scores were calculated under an autosomal dominant mode of inheritance with a pene-
trance of 100% at various recombination fractions.
 2005 British Association of Dermatologists
vi
